"Express Mail" Label No. 
EL710606315US 



-69- 



flaims 

1. A compound of formula 




(D 



a N-oxide, a pharmaceutically acceptable addition salt or a stereochemically isomeric 
5 i form thereof,, wherein : 

p represents an integer being OV 1 , 2, 3 or 4; 

q represents an integer being 0, 1, 2, 3, 4 or 5; i 

X represents O, S, NR 3 or a direct bond; 

R 1 represents hydrogen, hydroxy, halo, amino, mono- or di(Cl-4alkyl)amino, Chalky!, 
10 Ci.galkyloxy, C3.7cycloalkyl, aryl, arylCi^alkyl, aminoC^alkyl, mono- or 
di(Ci.4alkyl)aminoCi^alkyl or mono- or di(Ci-4alkyl)aminoCi^alkylamino; 
R 2 represents aryl, Het\ C3_ 7 cycloalkyl, C^alM or C^dSkyl substituted with one or 
two substituents selected from hydroxy, cyano, amino, mono- or di(Cl-4alkyl)amino, 
Ci.galkyloxy, Ci.galkylsulfonyloxy, Cj^alkyloxycarbonyl, C3_7cycloalkyl, aryl, 

15 aryloxy, arylthio, Het 1 , Het'oxy and Het'thio; and if Xis O, S or NR 3 , then R 2 may alio 
represent aminocarbonyl, aminothiocarbonyl, C \ ^alkylcarbonyl, 
Ci_4alkylthiocarbonyl, arylcarbonyl or arylthiocarbonyl; 
R 3 represents hydrogen or Ci.4alkyl; 

each R 4 independently represents Cl-6alkyl, halo, polyhaloCi-6alkyl, hydroxy, mercapto, 
20 Ci-6alkyloxy, Ci-6alkylthio, Ci^alkylcarbonyloxy, aryl, cyano, nitro, Het 3 , R 6 , NR 7 R* 

or Ci^alkyl substituted with Het 3 , R 6 or NR 7 R 8 ; 
each R 5 independendy represents Ci-6alkyl, halo, polyhaloCi-6a]kyl, hydroxy, mercapto, 
Ci-6alkyloxy, Ci-6alkylthio, Ci-6alkylcarbonyloxy, aryl, cyano, nitro, Het 3 , R 6 , NR 7 R 8 

or C^alkyl substituted with Het 3 , R 6 or NR 7 R 8 ; 
25 each R 6 independently represents Ci-6alkylsulfonyl, aminosulfonyl, mono- or 

di(Ci^alkyl)aminosulfonyl, mono- or di(benzyl)aminosulfonyl, 
polyhaloCi-6alkylsulfonyl, Ci.6alkylsulfinyl, phenylCi^alkylsulfonyl, 
piperazinylsulfonyl, aminopiperidinylsulfonyl, piperidinylaminostilfonyl, JV-Ci^alkyl-N- 
piperidinylaminosulfonyl; 
30 each R 7 and each R 8 are independently selected from hydrogen, d^alkyl, 

hydroxyCi^alkyl, dihydroxyd^alkyl, aryl, arylCi^alkyl, C^alkyloxyCt^alkyl, 
Ci^alkylcarbonyl, arylcarbonyl, Ci^alkylcarbonyloxyCi^alkylcarbonyl, 
hydroxyCi^alkylcarbonyl, O^alkyloxycarbonylcarbonyl, mono- or 
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10 



15 



Het'ammocarbonyl, HetWothiocarbonyl, Ca^yclonlkyl, pyndtnylC^alkyl, Het 3 and 

R'ld R 10 are each independently selected from hydrogen, Calkyl, hydroxyC^alkyL 
dfcydroxyQ.alkyl^ 

phenylcarbonyl, C.alkylcarbonyloxyCalkylcarbonyl, hydroxyC.alkylcarbonyl, 
C^alkyloxycarbonylcarbonyl, mono- or diCCMalkyDanunoC^alkyl, 
phenylaminocarbonyl, phenylaminothiocarbonyl, Het'aminocarbonyl, ^ 
Het'ammothiocarbonyl, CB^ycloalkyl, pyridinylC^alkyl, Het and R ; 
each R» independendy being selected from hydroxy, mercapto cyano, mtro, halo, 
trihalomethyl, Ci- 4 a]kyloxy, carboxyl, Cl- 4 alkyloxycarbonyl, 
trihaloCalkylsulfonyloxy. R 6 , NRV, C(=0)NRV, aryl, 

C 3 ^ycloalkyl,C3. 7 cycloal^loxy,phmalimide-2-yl,Het andC(=0)Het; ^ 
R" Id R' 3 are each independendy selected from hydrogen, C.alkyl, hydroxyCalkyl. 
dihydroxyQ^l, phenyl, phenyl^alkyl, CalkyloxyC,^ ^.a^ylcarbonyl, 
phenylc Jbonyl, Cl .alkylcarbonylo^^ 

C^alkyloxycarbonylcarbonyl, mono- or di(C^alkyl)aminoC^alkyl, 

jfreoresents phenyl optionally substituted with one, two or three substituents each 

polyhalodW NRV. ^ phenyl, Het 3 and Calkyl subsututed wnh NR R , 
HeO represents a heterocycle selected from pyrrolyl, pyrrolinyl, Mazoly^imidazohnyl, 

p^Llyl.pyr^^ 

i dLolanyl,oxazolyl,ox^^^ 

thiadiazolyl, oxadiazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyranyl P^ d ^ 
pyrrolidinyl, piperidinyl, P i P era*nyl, morpholinyl, thiomorpholinyl, ^yLdt^anyl, 
^hianyl, triazinyl, benzothienyl, isobenzothienyl, benzofuranyl, .sobenzofuranyl 
benzodLolyl, benzoxazolyl, indolyl, isoindolyl. indolinyl. punnyl, H-pyrazolo[3,4- 

0 dlpyrimidinyl, benzimidazolyl, quinolyl, isoquinolyl, cinnolinyl, phtalazinyl • 
^imylquiao^ 

Iherein said heterocycies each independendy may optionally be subsututed wt*one 
or where possible, two or three substituents each independently selected from Het , R 
and C^alkyl optionally substituted with Het 2 or R u ; 
35 Het 2 represents a monocyclic heterocycle selected from pyrrolyl, pyrrolinyl, umdazolyl, 
UTLhnyl, pyrazolyl. pyrazolinyl, triazolyl, tetrazolyl, furanyl, tetrahyd^furanyl 
thienyl, thiolanyl, dioxolanyl, oxazolyl, oxazolinyl, isoxazolyl, thiazolyl, thtazolmyl, 
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isothiazolyl, thiadiazolyl, oxadiazolyl, pyridinyl, pyrimidinyl, pyrazinyl, pyranyl, 
pyridazinyl, dioxanyl, dithianyl, trithianyl and triazmyh wherem said monocycKc 
heterocycles each independently may optionally be substituted with one, or where 
possible, two or three substituents each independendy selected from R M and C^alkyl, 
optionally substituted with R n ; 
Het 3 represents a monocyclic heterocycle selected from pyrrolidinyl, piperidinyl, 

piperazinyl, morpholinyl, thiomorpholinyl; wherein said monocyclic heterocycles each 
independendy may optionally be substituted with, where possible, one, two or three 
, substituents each independently selected from Cualkyl, C^alkyloxy, carboxyl, ^ 
C^alkyloxycarbony^C^alky^ « R 
Ci-aalkyl substituted with R 6 or NR n R 13 . 

2 A compound according to claim 1 wherein R 1 is hydrogen, hydroxy, halo, amino. 
Ci_ 6 aUcyl, Cj^alkyloxy or mono- or di(Ci-4alkyl)aminoC^alkylammo. 

3. A compound according to claim 1 or 2 wherein R 2 is aryl, Het 1 , C 3 . 7 cycloalkyl, or 
Ci substituted with one or two substituents selected from hydroxy, cyano, 

amino, mono- or di(Ci- 4 alkyl) amino, Ci. 6 alkyloxy, C^alkylsulfonyloxy, 
CLealkyloxycarbonyl, C 3 . 7 cycloancyl, aryl, aryloxy, arylthio, Het 1 , Het oxy and 
Het'thio; and if X is O, S or NR 3 , then R 2 may also represent aminocarbonyl, 
aminothiocarbonyl, Cj^alkylcarbonyl, C^alkylthiocarbonyl, arylcarbonyl or 

arylthiocarbonyl. 

4. A compound according to any one of claims 1 to 3 wherein the 6-azauracil moiety 
is in the para position relative to the central carbon atom. 

5 A compound according to any one of claims 1 to 4 wherein q is 1 or 2 and one R 4 
substituent is in the 4 position; and p is 1 or 2 and the one or two R 5 substituents 
are in the ortho position relative to the central carbon atom. 

6. A composition comprising a pharmaceutically acceptable earner and, as active 
ingredient, a therapeutically effective amount of a compound as claimed in any 
one of claims 1 to 5. 

35 7. A process for preparing a composition as claimed in claim 6, , wherein a 

pharmaceutically acceptable carrier is intimately mixed with a therapeutically 
effective amount of a compound as defined in any one of claims 1 to 5. 

8. A compound as claimed in any one of claims 1 to 5 for use as a medicine. 
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.9. Use of a compound as claimed in any one of claims 1 to 5 in the manufacture of a 
" medicament for ueatmg eosinophil-dependent inflammatory diseases. 

10 A process for preparing a compound as claimed in claim 1 , characterised by, 
a) reacting an intermediate of formula (U) wherein W 1 is a suitable leaving group with 
an appropriate reagent of formula (EI) optionally in a reaction-inert solvent and in the 
presence of a base; 

(R )q 

^_t D + H-X-R*. ^ ® 

an m 

wherein R 1 , R 2 , R 4 , X and q are as defined in claim 1, and D represents 

wherein R s and p are defined as in claim 1; 

b) eliminating the group E of a triazinedione of formula (V) 




(V) I 



15 wherein R 1 , R 2 , R 4 , R 5 , X and q are as defined in claim 1; 

c) reacting a ketone of formula (X) with an intermediate of formula (DI-a) in the 
presence of a base and in a reaction-inert solvent; thus obtaining a compound of 
formula (I-a-2); 



20 



T' /4\° h 

(X) u an-») fl-*- 2 ) 

wherein R 2 , R 4 and q are as defined in claim 1 and D is defined as in claim 9a); 
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d ) converting a compound of formula (I-a-2) to a compound of formula (I-a-3) using 
art-lmown group transformation reactions, ' 

R 

(I - a ' 2) a-a-3) 
wherein R 2 , R 4 and q are as defmed in claim 1 and D is defined as in claim 9a); 
' e) converting ^compound of formula 0*2) to a compound of formula 0*4) using 
art-known group transformation reactions, , 

(R 4 ) Q ^ } * 



Oh 




R 2 



a-a-2) - a-a-4) 

wherein R l , R* and q are as defined in claim 1 and D is defined as in claim 9a); 
£) converting a compound of formula 0*4) « a compound of formula 0*5) using 
10 art-known group transformation reactions, 



-I' bato /=K T 2 



(l-a-4) fl-a-5) 

whOT i, R', R* - q » - *»- » cWm 1 and D is defied as in claim 9a); 
a reacting an toerme.iia.e of formula (XH) — - W is a suiublc ieavtag ^-P 
SUtS-— of fommia OH) optional,, in *. presence of a sur-ble base, Urns 
1 5 obtaining a compounds of formula 0-b); 



(R ). 




( xn) <^ a - b) 

wherein R 2 , R\ X and q are as defined in claim 1 and D is defined as in claim 9a); 
h ) reacting an intermediate of formula (XIV) with an intermediate of ^formula (XV) 
whirl W> is a suitable leaving group, in the presence of a suitable base and 



I 
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optionaUy in the presence of a reaction-inert solvent; thus obtaining a compound of 

formula (I-c); , ^ 

(R 4 ), 



\ / I / V^o 

i (C r6 alkyl or aryl) 

I a-c) 

wherein R 4 and q are as defined in claim 1 and D is defined as in claim 9a); 

i) cycling an intermedia* of formula (XX) wherein Y is O, S or H*'. to a compound 

ofllla Vd-1), in me presence of a suiuhle so>ven, at an elevated temperature; 

v 




HY 
(XX) 

wherein R, R', R 4 and , are as defined in c.aim 1 and D is defined as m Cam, 9a); 
j) cycling an intermediate of formula (XXI) to a compound of formula (1*2) m a 
10 reacuon-inert solvent at an elevated temperature. 

6t — <M; 

/~~V H o 

(XXI) hn^R R 

wherein R, R\ R< and q are as defined in claim 1 and D is defined as in claim 9a); 

k ) cyclizing an intermediate of formula (XXII) wherein Y is O, S or NR 3 , to a 
compound of formula (I-d-3), in a suitable solvent, 

0 1? 

I ^R 



R 





(xxn) y r 

15 wherein R, R 1 , R 4 and « are as defined in claim 1 and D is defined as in dam. 9a); 
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1) cyclizing an intermediate of formula (XXffl) wherein Y is O, S or NR 3 , to a 
compound of formula 0*4). - a reaction-inert solvent and in the presence of an add, 

(xxm) X ,h h 

wherein R\* — V» iD 1 and D is defined as in claim 9a); 

m) cyclizing an intennediate of fonnula (XXnl) wherein Y is O, S or NR*. to a 
compound of fonnnl. (I-d-5), in a reacuon-rnen solvent and in the presence of an acrd. 



h 

(xxm) y* r "n v 

R 




G-d-5) 



10 



wherein R, R\ R* and q are as defined in claim 1 and D is defined as in claim 9a); 
n) reacting an intermediate of formula (XXIV) with an intermediate of formula 
(XXV) wherein Y is O. S or NR 3 , and W 5 is a suitable leaving group; thus formmg a 
compound of formula 0*6) - a reaction-inert solvent and in the presnece of a base, 



o — . 

HO— N . „ 

(xxrv) (xxv) 0^«) . R 




15 



wherein R. R' . R' and q are as defined in claim 1 and D is defined as in claim 9a); 
o) reacting an intermedia* of fonnula (XXVI) wirh an intermedial of formula 
(XXVH) wherein W is a suitable leaving group; thus forming a compound of fonnula 
(M-7), in a reaction-inert solvent and in the presnece of an acrd; 
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whore* R, R'. If - * — ^ in cWm 1 ^ D " defmed * * Claim 9 * ); 
(XXXIV); thus forming a compound of formula U a * ) m 



elevated temperature; 

(R 4 ) q 




*' i 



V/i ^ 



k cH 2 -R 



balo 




R 

(XXXIV) (l-d-9) 



10 



15 



20 



(xxxm) 

whereiD R ( R 1 • R 4 - q « - «- ■» < Wm 1 D * " " ** 

^ ~f fnrmiila (D into each other following art- 
aod if desired. convortiag ^% 0 " c * 0 ^ ng ^ compoun ds of formula 
koowo transformations, and fanner, if des.red. ™" 6 J ^ m acjd , 

11 A process of marking a receptor comprising the steps of 
a) radiolabelling a compound as defined in claunl; 
b administering said radiolabeled compound to biological matenal, 
c) detecting the emissions from the radiolabeled compound. 

and detecting the emissions from the radioactive compound. 



